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I. Basis of the report 

1 This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 



Description, pages: 

I -24 as originally filed 

Claims, No.: 

1-16 as originally filed 

Drawings, sheets: 

1/2-2/2 as originally filed 



2. The amendnnents have resulted In the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (sonne of) the amendments had not been made, since they have 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application. 

K claims Nos. 1-8 (Industrial Applicability). 

because: 
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the said international application, or the said claims Nos. 1-8 (Industrial Applicability) relate to the following 
subject matter which does not require an international preliminary examination {specify^: 



see separate sheet 



□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1 -8 

No: Claims 

Inventive step (IS) Yes: Claims 1 -8 

No: Claims 

Industrial applicability (lA) Yes: Claims 1 -8 (see separate sheet) 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the International application 

The following obsen/ations on the clarity of the claims, description, and drawings or on the question 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 - Claims 1-8, relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 



Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 



2- Reference is made to the following documents: 

D1: WO 97 05896 A (SCHERING CORP) 20 February 1997 (1997-02-20) 



NOVELTY - Art. 33 (1) and (2) PCT 

3- Claims 1-16 appear to be new in the light of the prior art cited in the search 
report and provided the restriction mentioned in item III 1- above. 

3.1- None of the prior art documents cited in the search report discloses: 

the use of a chemokine receptor antagonist in combination with 
cyclosporin to produce a pharmaceutical composition for treating or 
preventing the rejection of transplanted organs, tissues or cells (claims 1- 
7) 
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EXAMINATION REPORT - SEPARATE SHEET 

a pharmaceutical composition containing a chemokine receptor antagonist 
and a cyclosporin, in the presence of one or more pharmaceutically 
acceptable excipients. for treating or preventing the rejection of 
transplanted organs, tissues or cells (claims 9-16). 

Therefore, claims 1-16 can be considered as being new in the light of the prior art 
cited in the search report and provided the restriction mentioned in item III 1- above. 



INVENTIVE STEP - Art. 33 (1) and (3) PCT 



4- The problem posed in the present application is to provide means for treating or 
preventing rejection of transplanted organs, tissues or cells. 

4.1- The solution proposed in the presence application is the use of a chemokine receptor 
antagonist, together with a cyclosporin, and the experimental data of the description 
show that the combination of a chemokine receptor antagonist (Met-RANTES), 
together with a cyclosporin (cyclosporin A) has a synergetic effect. 

4.2- D1 discloses a method of suppressing (among others) graft/tissue rejection by means 
of the combined use of IL-10 and cyclosporine (p 1 §1). 

D1 is therefore the closest prior art. 

4.3- D1 states (p 6 § 1-2) that the combined/concurrent administration of IL-10 and 
cyclosporin A (or cyclosporin A analogue) causes a synergistic suppression of T 
cell proliferation and therefore can be used in the suppression of pathology 
associated with T cell responses, in particular tissue graft rejection. As mentioned in 
D1, interleulcin 10 (IL-10), a cytokine produced by T lymphocytes, was first 
identified by its ability to inhibit interferon gamma (IFN-y) and IL-2 synth@?f- by 
mouse and human T lymphocytes. IL-10 exerts a wide range of effects on a v.. .^.y 
of cell types. IL-10 inhibits the synthesis of a wide spectrum of cytokines produced 
by T cells and monocytes. In addition to inhibiting the synthesis of IFN-y and It. 2, 
IL-10 has also been shown to inhibit production of the monokines IL-la, IL-1P, 
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IL-6 andTNFa. 

5- Claims 1-16 appear to be inventive in the light of the prior art cited in the 
search report 

5.1- Nothing in D1 alone, or in combination with the other prior art documents cited in the 
search report, appears to suggest that the synergetic effect achieved by the 
combination of IL-10 and cyciosporine A could be due to the ability of IL-10 to 
indirectly inhibit RANTES or other related chemokines (see 4.3- above). 

[IL-10 exerts a wide range of effects on a variety of cell types and inhibits the 
synthesis of a wide spectrum of cytokines produced by T cells and monocytes. In 
addition to inhibiting the synthesis of IFN-y and IL-2, IL-10 has also been shown to 
inhibit production of the monokines IL-la, IL-1 P, IL-6 and TNFa. It is also known 
(p 15 lines 22-25) that some of the cytokines involved in renal transplant rejection are 
responsible for RANTES stimulation (TNF-a, IL-lb, TNF-b, IFN-y), and thus the 
inhibition of their synthesis by IL-10 inhibits the stimulation of RANTES (through the 
inhibition of IFN-y and IL-2 synthesis, and consequently the inhibition of TNF-a, IL-1 
b, TNF-b and IFN-y).] 

Hence, claims 1-16 appear to involve an inventive step in the light of the prior art 
cited in the search report. 

INDUSTRIAL APPLICABILITY - Art. 33 (1) and (4) PCT 

6- For the assessment of the present claims 1-8 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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Re Item VIII 

Certain observations on the international application 

7- Claim 10 comprises all the features of claim 9 and is therefore not appropriately 
formulated as a claim dependent on the latter (Rule 6.4 PCT). 

8- There appears to be an inconsistency in the disclosure of claims 8 and 16: "treating 
or preventing renal allograft transplantation". It is believed (and supported by the 
description on e. g. p 6 lines 1-3) that the applicant meant: "treating or preventing 
rejection of renal allograft transplantation". 

Hence, claims 8 and 16 have been read as if they were directed to the treatment and 
prevention of rejection of renal allograft transplantation. 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Arttele 1 a A copy Is being transmitted to the lntenr«tlonal Bireau. 



This International Search Report consists of a total of 3 sheets. 

[Xl It Is also accompanied by a copy of each prior art document died In this report. 



1 . B — is of the repoit 

a. With regaid to the language, the International search was canled out on the baste of the Intenwrtlonal application In the 
language In which It was filed, unless othenvtee Indk^ted under thto Hem. 

rn the International search was canled out on the basis of a translation c* the Intematlonai appHcatlon furnished to thte 
' Authority (Rule 23.1 (b)). 

b. With regaid to any nud^stide and^or mino add aaquenca dtedosed In the International application, the Intematlonai search 
was canted out on the basis of the sequence Hating : 

contained In the International application In written form. 
fHed together wMh the International application in computer readable fona 
furnished S(l>8equendy to thte Authority In written f onn. 
furnished sii>8equendy to thte Authority In computer readfcile fonm. 

the statement that the subsequentty fumtehed written sequence Usting does not go beyond the disclosure In the 
international application as fNed has been fumtehed. 

the statement that the InfonnaUon recorded In computer readable fonm te identical to the written aecyjence iteting has been 
furnished 

Certain daima were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 

4. WKh regard to ttietitia, 

pTI the text Is iqpproved as submitted by ttie applicant. 

I I the text has been estaWtehed by thte AuttK)rity to read as follows: 



□ 
□ 
□ 
□ 
□ 

□ 

^ □ 



5w With regaid to ttieaft»«tract, 

nn the text is i^pproved as submftted by the appMcant 

□ the text has been eetaWtehed. according to Rule 38.2(b). by thte Auttiority as H appears In Box "l-J^» aPP»2^ "^V' 
wtthm one month from the date off maling off thte Intematlonai search report. submR comments to thte Authority. 

6, The flguie of the drawings to be puWtehed with the abstract te Figure No. 

□ as suggested by ttieapplcanL E None of the figures. 

I I because the applicant faled to suggest a figure. 

I I because thto figure better characterizes the Invention. 
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